INTRODUCTION
Human telomeres are composed of long tandem arrays of double stranded TTAGGG repeats packaged by telomere specific proteins, TRFl and TRF2. TRF1, as well as TRF2, is involved in the telomere length regulation, presumably by limiting the access of the telomere elongation enzyme, telomerase (l). TRFl, consisting of 439 amino acids, forms a stable homodimer with its central TRF-specific/dimerization domain and binds to telomeric DNA through its C-terminal DNA-binding domain, showing a sequence similarity with each repeat of the c-Myb protein. The crMyb protein is a transcription factor for cell proliferation and differentiation, containing the DNA-binding domain consits of three imperfect tandem repeats. Each repeat contains a helix-turn-helix(HTH) variant motif with a similar tertiary structure (2), and second and third repeats are required for the specific DNA binding (3) . Despite of little sequence similarity, two Myb-like structures are also found in the DNA-binding domain of the yeast telomeric protein, Raplp(4). On the other hand, TRFl contains only a single Myb motif and this motif is sufficient for the sequence specific DNA-binding (5), suggesting that TRFl employs entirely different DNA-binding manner from c-Myb and Raplp, even though they shares the same structural motif. Tb investigate how human telomeric DNA is recognized by the specific protein, we have determined the solution structure of TRFl DNA-binding domain and investigate its interaction with the telomeric DNA by NMR. 
Interaction with DNA
The interaction of the DNA-binding domain was examined by using the 13-mer DNA fragment containing 2 copies of TTAGGG sequence. Titration experiments clearly indicated that TRFl DNA-binding domain forms a DNA complex in slow exchange rate relative to the NMR time scale with one-to-one stoichiometry. Large chemical shift changes were observed in the N-terminal region, N-terminal portion of the second helix and both edges of the third helix. In DNA portion, base-paired imino protons of AGGGTTA part show the large chemicalshit change (Fig.2) . {'H}-15 N heteronuclear NOEs have indicated that a few residues both in N-and C-termini undergo structural or motional changes upon DNA binding. N-terminus residues (Arg 386 -Ala 382) of TRFl, are highly flexible and disordered in the absence of DNA and turns to take a rigid conformation upon binding to the DNA Combining with the results of foot printing and modeling study (5) , it is strongly suggested that the N-terminal arm of TRFl DNA-binding domain is involved in the DNA recognition such as base specific interaction to the TTApart from the minor groove of the DNA like observed in the DNA complexes of homeodomains and subdomains in Raplp. 
